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MS After Final 
Commissioner far Patents 
P.O. Box 1450 
Alexandria, VA22313-1450 


Cflrtiflcate of Facsimile 


I hereby certify that ihls correspondence to being deposed with 
facsimile on «w data lndtcat»d beiow. 


fcrfc Office by 


Dated: Septembor 14, 2005 


*»' 


SkjnBtm 



p^^-^w/^Amt pf>ZNAN STfY MB., PW.P.UNffKR37 C*.B- fi 


us 


I declare as fcllows: 

1 t M a*C. Policy M.D..I*I>., do hereby^ 

Medicine at the Harvard Medical School and AIDS Research Center of Massachusetts 
Getteral Hospital. I am familiar with U.S. patent application No. 09^747,774 (-the 
present appUcarion"), and its prosecution. My experience end professional background 
axe summed in the attached curriculum vitee. I respectfully submit that I am qualified 
to speak and render opinions u to the disclosure in the present application and the state 
of tboart 
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2 I w competed at a rate of S350.00 per hour in collection with my consideration of 
' u.S.patcclwUcatiooNo.09^ 
and malting this Declaration. 

' by the United States Patent and Trademark Office id correction with thepresent 
spf Wo a and this Dec^Uc, in respo-e .hereto. lund^dthattheOffic, 
Action assens that the inStaut invc^a Ucb .specific and su^nun! n*! world uuhty 
absent elucidation of the biological function of the orphan receptor arui any role that the 
ligands identified a, relators of the receptor would play in modulation or 
identification of any disease slate associated with that biological function. Ialso 
^rstand that the Office Action assert* that the biological function of orphan Ostein 
coupled receptors is "y« to be established." 

A Theorplianrcceptorcofthep^ ThBQ - 
' protein-coupledreceptors^ 
by seven membrartc-spanning alpha helices, an N-terminal segment on the chiasm* 
fec.andaC-terrmndsesmentonmec 

Molecular Cell Biolog?, Chapter 17, pp. 656-657, edition (Scientific American 
Books Inc., 1990). This Urge receptor family include, Ught-^ivated receptors 
(rbodop™,) in the cyeand odcrant receptors fa *e mairmialian nose, as well as 
numerous receptors for various hormones and neurotransmitters. Although these 
receptors are activated by different ligands and may mediate different cellular responses, 
fcey all mediate „ similar signaling pathway. I. Darnell, Molecular Ceil Biology. 
Chapters 19-20. pp. 726-728 and 80WSO8, ?> edition (Scientific American Books, Inc., 
1990). 

S Thesignalingpa^vayofGprotm^^ ™ C 
binding of ligands to the extracellular domain of G protein-coupled receptors induces a 
conformational change that allow, the cytosolic domain of the receptor to bind to aO 
protem associated with the inner face of the pl«ma membrane, ©proteins cons«t of 
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fcrcc subum*. designated a. fi, end* This interact "tivates the Gproteut, which 

fcendissodatcsfromtnerece^ 

.-effecor.- Ess^aUy.di^ociatf^^ 

Biology, Ch^lcr 19, pp. 726-728, *- edition (Scientific Andean Books, Ine, 1990). 

6 All O protein-coupled receptor ligand binding activates a G protein, which in turn 
' acdvatesorinmbitsantffec^^ 
aaioncbannel, musing a change uv^mbmn, potential. Adeny*! cyclamen 
catalyzes the formation of cAMP from ATP, is the best-characterized effector regulated 
bytrimcricGprotein*. AUadenylylcyclafieisofbnnsarestinu.laudbyO, .andcerta* 
UofonnsareinhibitcdbyO., andG . G, , Gi . As a result, adenylyl cyclase ts 
stimulated or inhibited* many ciffc^.t Gp^couplcd receptor lie-d,. J. Darnell, 
Molecular CellBiology, Chapter 19,pp. 726-728.2™ 1 edition (Scientific American 
Books, Inc., 1990). 

7 Once adenylyl cyclase catalyzes the formation of cAMP from ATP, *e effects of c AMP 
al6 mediated through the action of cAMP-depend=»t protein kinases in all "Us. J. 
Darnell, Molecular Cell Biology, Chapter 19.pp. 730, l« edition (Science Amencan 
Books, Inc., 1990). Tta cAMP-dependent protein kinases phosphoryUtc substrate 
proteins, which in turn acdvate or inhibit enzyme systems * produce an approval, 
hormonal response. 

8 to addition to modulating adenylyl cyclase, activated G proteins trigger the activation of 
pbospholipase C. Phospholipase C mediates the intracellular signaling pathway that 
produces to second messengers (e.g.. Ca* and 1 ^.diacylgrycerol) responsible for the 
activation of p ro tein kinase C. Frotemklr^^ 

cellular emymes and receptors to produce an appropriate hormonal response. J, Darnell, 
Molecular CetlBiology, Chapter 19. pp. 741, a" edition (Scientific American Books, 
Inc., 1990). 
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, TwpuUnOtdescribMbebio^ 

paradigm described above. To the contniry, the 9 pedfic biological f^Uon of cn*anG- 
protehi coupled receptors b well established masmuch as the biological function of G 
protdn-coupled raptors, hiding orphan Ostein coupled recaps enables brands 
to,™d^tethei«trace]htoa^ 

Ttaeta, the orphan G-protein receptors described in the present application have a 
common, specific and well known biological function m cells. 

10I *urfcer declare *ai aU stated made here* of my own knowledge arc true and rhat 
all statements made on information and belief are believed to be true; and, tot these 

mad c are punishable by fine or Imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code and that such willful statement* may jeopardize ite vahdxty of the 
application or any patent issued thereon. 


Dated / tWc, Po^nar^ TOT^T 

Assistant Professor of Medicine at 
the Harvard Medical School and 
AIDS Research Center 
Massachusetts General Hospital 
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